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(54) MEDICINE FOR EXTERNAL USE 

(57)Abstract: 

PURPOSE: To provide a medicine for external use, capable of remarkably 
promoting percutaneous absorption of a pharmaceutically active substance 
regardless of the kind of the pharmaceutically active substance and the kind 
of the dosage form and low in skin irritation. 

CONSTITUTION: This is a medicine for external use, characteristically 
containing a pharmaceutically active substance, (a) a glycerin monofatty 
acid ester, (b) an alcohol and (c) water as the essential components 
respectively in a ratio of (a) 1 to 30wt.%, (b) 10 to 80wt.% and (c) 10 to 
70wt.% based on the total weight of three components (a), (b) and (c). 
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CLAIMS 



[Claim(s)] 

[Claim 1] The pharmacological activity matter, and (a) glycerol mono-fatty 
acid ester, (b) alcohols and (c) water are contained as an indispensable 
component, and the blending ratio of coal of (a), (b), and (c) is : on the basis 
of three persons' sum total weight (a). 1 - 30 % of the weight (b) 10 - 80 % of 
the weight (c) External preparations characterized by being 1 0 - 70 % of the 
weight. 

[Claim 2] External preparations according to claim 1 whose glycerol 
mono-fatty acid ester is a carbon number 12 thru/or the saturation of 20, or 
glycerol ester of unsaturated fatty acid. 

[Claim 3] The pharmacological activity matter, and (a) mono-oleic acid 
glycerol, (b) alcohols and (c) water are contained as an indispensable 
component, and the blending ratio of coal of (a), (b), and (c) is : on the basis 
of three persons' sum total weight (a). 2 - 25 % of the weight (b) 10 - 80 % of 
the weight (c) External preparations characterized by being 1 0 - 70 % of the 
weight. 

[Claim 4] The pharmacological activity matter, and (a) mono-Iauric-acid 
glycerol, (b) alcohols and (c) water are contained as an indispensable 
component, and the blending ratio of coal of (a), (b), and (c) is : on the basis 
of three persons' sum total weight (a). 2 - 25 % of the weight (b) 1 0 - 70 % of 
the weight (c) Externa! preparations characterized by being 25 - 70 % of the 
weight. 

[Claim 5] (a) External preparations according to claim 1 to 4 with which sum 
total weight of glycerol mono-fatty acid ester, (b) alcohois, and (c) water is 
characterized by being at least 20% or more to all pharmaceutical preparation 
weight. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to the external preparations with 
which glycerol mono-fatty acid ester, alcohols, and water were contained at a 
specific rate in pharmaceutical preparation in the detail, consequently the 
percutaneous absorption of the pharmacological activity matter was promoted 
remarkably more about external preparations. 
[0002] 

[Description of the Prior Art] The external preparations for dermal administration 
are used [ from the reasons nil why the metabolic turnover of the drug by things 
and a first-pass effect with simple application is avoidable in recent years etc. ] 
in many cases for the purpose of whole body administration or partial 
administration of a drug. However, since the various barriers to drugs, such as a 
horny layer, exist in a normal skin front face, when applying or sticking and 
applying these external preparations to a normal skin front face, compared with 
the case where it applies to a damage skin front face or the tunica mucosa oris, 
absorption of a drug is difficult. Therefore, various devices for making the 
external preparations aiming at carrying out dermal administration of the drug 
from the normal skin promote absorption of a drug are made. 
[0003] For example, the endermic medication device which uses ethanol and 
glycerol mono-iaurate as a transparency accelerator is indicated by 
JP, 64-6831 4,A. However, the transparency accelerator used here is developed 
for the purpose of using for the patches which have specific structure, therefore 
is difficult to apply for other dosage forms. 

[0004] Moreover, the external preparations which raised the percutaneous 
absorption of morphine by the medium-chain-fatty-acid monoglyceride are 
indicated by JP,2-56429,A. However, the pharmacological activity matter is 
limited to morphine and, as for these external preparations, the facilitatory effect 
of percutaneous absorption is acquired in combination with morphine. Moreover, 
since the medium-chain-fatty-acid monoglyceride which is a surfactant contains 
in the pharmaceutical preparation concerned at high concentration, there is a 



problem in respect of skin irritation. 

[0005] For the technique which promotes skin transparency of a drug in the 
range of broad drug and dosage forms although the technique which promotes 
transparency of a drug from the former in the dosage forms which promoted the 
percutaneous absorption of a specific drug or were limited is known, the problem 
that the satisfactory promotion of absorption will no longer be obtained if it is 
not yet developed but a drug and dosage forms are changed is Moreover, 
the problem that the skin irritation of the component used as a transparency 
accelerator is strong, and the safety in an application site is missing is also 
******. Therefore, development of the external preparations to which 
percutaneous absorption of the target drug can safely and fully be carried out is 
desired strongly, without being limited to specific dosage forms. 
[0006] 

[Means for Solving the Problem] the ** which the external preparations which 
specification^ glycerol mono-fatty acid ester, alcohols, and water ] came out 
comparatively, and contained this invention persons do not ask for the 
pharmacological activity matter about the class — enough — and carrying out 
percutaneous absorption promptly and the thing [ moreover / these external 
preparations / low stimulative ] to a skin front face very — a header and this 
invention — completing — 

[0007] This invention in this way The pharmacological activity matter and (a) 
glycerol mono-fatty acid ester, (b) Alcohols and (c) water are contained as an 
indispensable component. And (a), (b) It reaches and the blending ratio of coal of 
(c) is : on the basis of three persons' sum total weight (a). 1 - 30 % of the weight 
(b) 10 - 80 % of the weight (c) The external preparations characterized by being 
10 - 70 % of the weight are offered. . 

[0008] The external preparations of this invention can choose dosage forms and 
the pharmacological activity matter from the broad range according to the 
purpose, and moreover, they can promote skin transparency of a drug promptly 
and remarkably, without stimulating the skin. Therefore, the external preparations 
of this invention are very useful on a pharmaceutical preparation technique. 
[0009] Hereafter, this invention is further explained to a detail. 
[0010] In the glycerine fatty acid ester used by this invention Generally a carbon 
number 12 thru/or the saturation of 20, or the monoester of unsaturated fatty 
acid and a glycerol is included. For example, a mono-lauric-acid glyceride, a 
mono-myristic-acid glyceride, Mono-saturated fatty acid glycerides, such as a 
mono-palmitic-acid glyceride, a MONOSU thia phosphoric-acid glyceride, and a 
mono-arachidic acid glyceride : A mono-palmitoleic acid glyceride, A mono-oleic 
acid glyceride, a mono-ricinoleic-acid glyceride, a mono-linolic acid glyceride, 
Although it can use combining one sort chosen from 
mono-unsaturated-fatty-acid glycerides, such as a monoHinolenic-acid 
glyceride, a mono-eleostearic— acid glyceride, and a mono-arachidonic-acid 
glyceride, or two sorts or more Especially, a rnono-lauric— acid glyceride or a 
mono-oleic acid glyceride is desirable, and especially a mono-oleic acid glyceride 



is desirable. 

[001 1] Especially ethanol is suitable, although it is desirable that it is lower 
alcohol, for example, as for alcohols, it can mention a methanol, ethanol, propanol, 
isopropanol, etc. 

[0012] Moreover, as water, especially a limit has desirable distilled water or ion 
exchange water which there is not and is used during the usual pharmaceutical 
preparation formula. 

[001 3] Although the amount of the (a) glycerol mono-fatty acid ester in the 
externa! preparations of this invention, (b) alcohols, and (c) water used is 
changeable according to the class and the class of pharmacological activity 
matter which carries out percutaneous absorption, respectively Generally 
glycerol mono-fatty acid ester can be especially used preferably one to 25% of 
the weight one to 30% of the weight by 2 - 25% of the weight of within the limits 
on the basis of the sum total weight of (a), (b), and (c). 

[0014] Moreover, it is desirable to use generally by 10 - 80% of the weight of 
within the limits on the basis of the sum total weight of (a), (b), and (c), and in 
using a mono-oleic acid glycerol as a glycerol mono-fatty-acid glycerol 
especially, when using 10 — 80 % of the weight, and a mono-lauric-acid glycerol, it 
is desirable [ alcohols ] to use by 10 - 70% of the weight of within the limits. 
[0015] Furthermore, it is desirable to use generally by 10 - 70% of the weight of 
within the limits on the basis of the sum total weight of (a), (b), and (c), and in 
using a mono-oleic acid glycerol especially, when using 1 0 - 70 % of the weight, 
and a mono-lauric-acid glycerol, it is desirable [ water ] to use by 25 — 70% of 
the weight of within the limits. 

[0016] It can consider as the external preparations of this invention by using 
glycerol mono-fatty acid ester, alcohols, and water at an above-mentioned rate, 
adding the various pharmacological activity matter according to the purpose to 
this, and mixing. 

[001 7] There is especially no limit in the class of pharmacological activity matter 
which can be used here, and various kinds of active substances can be used. For 
example, ethyl amjnobenzoate as a local anesthetic, dibucaine hydrochloride, 
Tetracaine hydrochloride, procaine hydrochloride, lidocaine, etc. : The 
methyl-salicylate GUAI azulene as resolution, painkilling, and an antipyretic, 
Bendazac, in DOMESASHIN, glycyrrhetinic acid, ketoprofen. Flurbiprofen, 
ibuprofen, ibufenac bufexamac dichlofenac NATOR1IUMU, Piroxicam, crotamiton, 
fiufenamic acid, mefenamic acid, fenbufen, 4~bipheny!yl acetic acid etc.; The 
morphine as a painkiller, codeine, nalorphine, ** NTAZOSHIN, an acetanilide, 
aminopyrine, etc.; The ichthammol as an antipruritic agent, Pine tar, camphor, 
Timor, diphenhydramine, chlorpheniramine. Promethazine hydrochloride, 
tripelenamine, INSAIPENJIRU, etc.; The hydrocortisone as adenocoriticotropic 
hormone, Hydrocortisone acetate, hydrocortisone b.utyrate, fluoro SHINORON 
acetonide, Flumetasone pivalate, fluoctnonide, fluoro MESORON, beclometasone 
dipropionate, Dexamethasone, the dexamethasone sodium phosphate, 
dexamethasone acetate, Full DOROKISOKORUCH1DO, valeric-acid 



PETAMETAZON, betamethasone di propionate, Triamcinolone acetonide, 
prednisolone, methylprednisolone, Methylprednisolone acetate, diflucortolone 
valerate, propionic-acid KUROBE tar, As catecholamines, Amcinonide, 
halcinonide, prednisolone valerate acetate, hydrocortisone butyrate propionate; 
Epinephrine, As FUENE tyramine, Norepinephrine, isoproterenol hydrochloride, 
etc.; The atropine sulfate as; belladonna alkaloid, such as ephedrine 
hydrochloride, Scopolamine hydrobromide etc.; The sulfamonomethoxine as sulfa 
drugs, Sulfamethizole etc.; The penicillins as an antibiotic, cephalosporin. An 
erythromycin, tetracycline hydrochloride, the minocycline, and carbapenems A 
chloramphenicol, streptomycin, etc.; The NAFUCHIO mate as an antifungal, 
Clotrimazole etc.; The 5-fluorouracil as an anticancer drug, Cyclophosphamide, 
busulfan, an actinomycin, etc.; The barbital as a hypnotic, Thiopental etc.; The 
chlorpromazine as a psychotropic disease agent, reserpine, Chlordiazepoxide etc.; 
Clo RUZOKISASHIN as anti-Parkinson's disease, Levodopa etc.; The 
procainamide hydrochloride as a; antiarrhythmic drug, such as digitoxin as 
cardiotonic, and digoxin, Propranolol hydrochloride etc.; The reserpine as; 
antihypertensives, such as dipyridamole as an antianginal agent, and an amyl 
nitrite, ;, such as guanethidine sulfate, — ;, such as para-aminobenzoate ester as 
an ultraviolet-rays inhibitor, — the hydroquinone as a melanin generation 
inhibitor — 8-methoxy SORAREN as; psoriasis therapy agents, such as 
vitamin-C ester and PARAHAIDOROKISHI ctnnamate, day surra Norian, etc.; in 
addition to this, a crude drug component, vitamins, a moisturizer, a keratin 
softener, etc. can be illustrated. 

[0018] Although promotion of good percutaneous absorption is obtained even if 
the loadings of these pharmacological activity matter are not restricted 
especially strictly, and they reach far and wide, and it can change them according 
to the class of this active substance, extent of activity, etc. and it exists in the 
state of any of a dissolution condition or a suspension condition in the external 
preparations of this invention Generally it can blend at 0.1 - 20% of the weight of 
a rate preferably especially 0.05 to 30% of the weight 0.01 to 50% of the weight to 
the sum total weight of the glycerol mono-fatty acid ester (above-mentioned [ a 
]), (b), alcohols, and (c) water. 

[001 9] Moreover, the basis and additive with which the external preparations of 
this invention are usually further used on galenical pharmacy if needed, For 
example, hydrophilic radical agents [, such as absorption-bases; hydrophilic 
ointment ], such as hydrophilic petrolatum, purified lanolin, absorption ointment, 
and hydrous lanolin; Water-soluble-bases; liquid paraffins, such as macrogol 
ointment, Oily bases, such as cetanol, yellow bees wax, and isopropyl myristate; 
Starch, A pullulan, gum arabic, tragacanth gum, gelatin, a dextran, Methyl 
cellulose, ethyl cellulose, a carboxymethyi cellulose, Natural water solubility giant 
molecules, such as hydroxyethyl cellulose and hydroxypropylcellulose; A 
carboxyvinyl polymer, Carboxymethylce llulose sodium, polyacryiic acid (sodium), 
Synthetic water soluble polymers, such as polyvinyl alcohol and a polyvinyl 
pyrrolidone; A glycerol,. Gelling agents, such as moisturizer; dihydroxy aluminum 



amino acetate, such as propylene glycol, a sorbitol, and a polyethylene glycol; A 
purification hydrogenation soybean lecithin, Purification hydrogenation yolk 
lecithin, glyceryl monostearate, monostearin acid propylene glycol, Poiyglyceryl 
fatty acid ester, sorbitan fatty acid esters, and polyethylene glycol fatty acid 
ester Stabilizing agents [, such as emulsrfier; disodium edetate ], such as 
polyoxyethylene (hardening) castor oil and polyoxyethylene alkyl ether; A tartaric 
acid, PH regulators, such as a lactic acid and diisopropanolamine; 
P-hydroxybenzoic esters, One sort of preservatives, such as a sorbic acid, or 
two sorts or more can be blended. Therefore, it can prepare in the gestalt of 
tincture, liquid spray, lotions, an ointment, cream pharmaceuticals, gel, a sol, and 
aerosol, and also it can spread to tape materia!, a nonwoven fabric, etc., and can 
also consider as a bop agent, plaster, and a tape at it. 

[0020] Although the compounding ratio of the above-mentioned basis or an 
additive can be **(ed) and blended with the example of a formula of the external 
preparations which are not restricted strictly and are usually especially 
performed on galenical pharmacy, in the external preparations obtained, as for 
the sum total weight of (a) glycerol mono— fatty acid ester, (b) alcohols, and (c) 
water, it is desirable that it is at least 20 % of the weight or more to all 
pharmaceutical preparation weight, and it is desirable that it is especially 40 % of 
the weight or more. 

[0021] What is necessary is not to use (a) glycerol mono-fatty, acid ester, (b) 
alcohols, and (c) water by the mixed state beforehand made into one, to blend 
them suitably at the preparation process of the pharmaceutical preparation made 
into the purpose, and just to contain them by the above-mentioned specific 
blending ratio of coal in the pharmaceutical preparation obtained as a result, 
when preparing the external preparations of this invention. 
[0022] For example, when combining only the pharmacological activity matter 
with the glycerol mono-fatty acid ester (above-mentioned [ a ]), (b) alcohols, and 
(c) water, each optimum dose mixing can be carried out, and the external 
preparations of this invention obtained can apply or spray glycerol mono-fatty 
acid ester, alcohols, water, and the pharmacological activity matter on a skin 
front face as it is. 

[0023] moreover, the method of manufacturing itself known [ patches / cream 
pharmaceuticals, gel, and ] — therefore, intermediary manufacture can be carried 
out, although it could prepare, for example, was made the approach given in the 
example of the after-mentioned manufacture. 

[0024] If glycerol mono-fatty acid ester, alcohols, and water are contained at a 
specific rate as an indispensable component and these external preparations are 
used, the external preparations of this invention can carry out dermal 
administration of the pharmacological activity matter chosen from large range 
promptly and efficiently, as stated above. Moreover, the external preparations of 
this invention do not lose the faciiitatory effect of the percutaneous absorption 
of the pharmacological activity matter, even if the bases or additives other than 
the above-mentioned 3 components are blended. Furthermore, the external 



preparations of this invention are low stimulative very much to the skin front 
face to apply. 

[0025] The external preparations of this invention which has the outstanding 
description like **** are very useful in the field of the pharmaceutical 
preparation technique aiming at the dermal administration of a drug, or partial 
administration. 

[0026] It cannot be overemphasized that it is not that by which ******** \ s 

therefore restricted in any way to these publications hereafter although this 

invention is explained to an example, a pharmacological test, and the example of 

pharmaceutical preparation therefore still more concretely. 

[0027] 

[Example] 

The external preparations (examples 1-8) of this invention were prepared so that 
it might mix at a various rate of indicating ethanol and water to this in the 1st 
table of a postscript, using a mono-lauric-acid glycerol (lauric acid: carbon 
number 12) as an example 1-8 glycerol mono-fatty acid ester (GMFE) and 
might become 1 % of the weight about propranolol hydrochloride at this mixture. 
[0028] The external preparations (examples 9-18) of this invention were 
prepared so that it might mix at a various rate of indicating ethanol and water to 
this in the 2nd table of a postscript, using a mono-oleic acid glycerol (oleic acid: 
a carbon number 1 8, double bond 2) as an example 9-18 glycerol mono-fatty 
acid ester (GMFE) and might become 1 % of the weight about propranolol 
hydrochloride at this mixture. 

[0029] The externa! preparations (example 19) of this invention were prepared so 
that it might mix at a rate of indicating ethanol and water to this in the 3rd table 
of a postscript, using a mono-oleic acid glycerol (oleic acid: a carbon number 1 8, 
double bond 2) as example 19 glycerol mono-fatty acid ester (GMFE) and might 
become 2 % of the weight about 4-biphenyiyl acetic acid at this mixture. 
[0030] The external preparations (example 20) of this invention were prepared so 
that 10 % of the weight of example 20 mono-oleic acid glycerols, 60 % of the 
weight of ethanol, and 30 % of the weight of water might be mixed and it might 
become 1 % of the weight about hydrocortisone butyrate at this mixture. 
[0031] The external preparations (example 21) of this invention were prepared so 
that 10 % of the weight of example 21 mono-oleic acid glycerols, 60 % of the 
weight of ethanol, and 30 % of the weight of water might be mixed and it might 
become 1 % of the weight about iidocaine hydrochloride at this mixture. 
[0032] The external preparations (example 22) of this invention were prepared so 
that 10 % of the weight of example 22 mono-oleic acid glycerols, 60 % of the 
weight of ethanol, and 30 % of the weight of water might be mixed and it might 
become 2 % of the weight about dichlofenac sodium at this mixture. 
[0033] The external preparations (example 23) of this invention were prepared so 
that 1 0 % of the weight of example 23 mono-oleic acid glycerols, 60 % of the 
weight of ethanol, and 30 % of the weight of water might be mixed and it might 
become 1 % of the weight about promethazine hydrochloride at this mixture. 



[0034] The externa! preparations (example 24) of this invention were prepared so 
that 10 % of the weight of example 24 mono-oleic acid glycerols, 60 % of the 
weight of ethanol, and 30 % of the weight of water might be mixed and it might 
become 5 % of the weight about an amy! nitrite at this mixture. 
[0035] 

[Related Example(s)] 

External preparations (examples 1-9 of reference) were prepared so that it might 
mix at a various rate of indicating ethanol and water to this in the 1 st table of a 
postscript, using a mono-lauric-acid glycerol (lauric acid: carbon number 1 2) as 
the example 1 of reference - 9 glycerol mono-fatty acid ester (GMFE) and might 
become 1 % of the weight about propranolol hydrochloride at each mixture. 
[0036] External preparations (example 10 of reference) were prepared so that it 
might mix at a various rate of indicating ethanol to this in the 2nd table of a 
postscript and might become the obtained mixture with 1 % of the weight about 
propranolol hydrochloride, using a mono-oleic acid glycerol (oleic acid: a carbon 
number 18, double bond 2) as example of reference 10 glycerol mono-fatty acid 
ester (GMFE). 

[0037] External preparations (example 1 1 of reference) were prepared so that 
example of reference 1 1 ethanol and water might be mixed at a rate indicated to 
the 3rd table of a postscript and it might become 2 % of the weight about 
4-biphenylyl acetic acid at this mixture. 

[0038] External preparations (examples 12-22 of reference) were prepared so 
that it might mix at a various rate of indicating ethanol and water to this in the 
4th table of a postscript, using a mono-caprylic-acid glycerol (caprylic acid: 
carbon number 8) as the example 1 2 of reference - 22 glycerol mono^fatty acid 
ester (GMFE) and might become 1 % of the weight about propranolol 
hydrochloride at each mixture. 

[0039] External preparations (examples 23-28 of reference) were prepared so 
that it might mix at a various rate of indicating ethanol and water to this in the 
5th table of a postscript, using a mono-capric-acid glycerol (capric acid: carbon 
number 10) as the example 23 of reference - 28 glycerol mono-fatty acid ester 
(GMFE) and might become 1 % of the weight about propranolol hydrochloride at 
each mixture. 

[0040] 50 % of the weight of example of reference 29 Tori caprylic-acid glycerols, 
50 % of the weight of ethanol, and 1 % of the weight of propranolol hydrochloride 
were mixed, and external preparations (example 29 of reference) were obtained. 
[0041] 

[Pharmacological test] 

skin translucency test (1 ) approach: — the abdomen extraction skin of a feminity 
hair loess rat — the Francis (Franz) mold diffusion eel (effective diffusion area: 
3.14cm 2) — inserting — a horny layer side — a subject sample — a dermis side 
— 1 / 30M isotonicity phosphate buffer solution of pH7.0 — in addition, the 
permeability of the drug in a subject sample was evaluated. Permeability carried 
out the quantum of the drug in the buffer solution using HPLC with time, and 



calculated and compared the Flux value (mug/cm 2/hr) from the unit area and the 

amount of transparency of the drug within unit time amount. 

[0042] It used each 1g of external preparations obtained as a subject sample in 

the external preparations and the examples 1-28 of reference of this invention 

which were acquired in the above-mentioned examples 1-18. 

[0043] Result: The result of the (1) examples 1-8 and the examples 1-9 of 

reference is shown in the 1 st table of the following. 

[0044] 

[Table 1] 
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[0045] The external preparations of this invention showed the skin transparency 
with good propranolol hydrochloride the passage clear from the above-mentioned 
result. 

[0046] (2) The result of examples 9-18 and the example 10 of reference is shown 

in the 2nd table of the following. 

[0047] 
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[0048] The external preparations of this invention showed remarkable skin 
transparency of propranolol hydrochloride the passage clear from the 
above-mentioned result. 

[0049] (3) The result of an example 19 and the example 1 1 of reference is shown 
in the 3rd table of the following. 
[0050] 
[Table 3] 
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[0051] The external preparations of this invention showed remarkable skin 
transparency of 4-biphenylyl acetic acid the passage clear from the 



above-mentioned result. 

[0052] (3) The result of the examples 12-22 of reference is shown in the 4th 

table. 

[0053] 

[Table 4] 
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[0054] (4) The result of the examples 23-28 of reference is shown in the 5th 

table. 

[0055] 

[Table 5] 
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[0056] The skin translucency— test (2) approach: Time amount (ragtime) after 
applying external preparations to the skin until transparency of a drug starts was 



compared using the externa! preparations of this invention and the external 

preparations of the example 29 of reference which were obtained in the example 

12 as a subject sample, the approach by which the trial applied correspondingly 

above "a skin translucency test (1 )" -- ******. 

[0057] Result: A result is shown in the 6th table of the following. 

[0058] 

[Table 6] 
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[0059] The external preparations of this invention shortened notably time amount 
until skin transparency of a drug starts the passage clear from the 
above-mentioned result. 

[0060] The skin-irritation-study approach: 1g of subject samples was applied to 
five adult men's left upper arm inside section, respectively, they were flushed 
with the water after 6-hour neglect, and the existence of the abnormalities of the 
spreading section was checked. 

[0061] Result: When the external preparations (example 12) of this invention are 
used as a subject sample, abnormalities, such as rubor, are accepted in the 
spreading section in any way, and it is inside On the other hand, when the 

external preparations of the example 1 0 of reference were used as a subject 
sample, the rubor was accepted in the test subject binary name. 
[0062] It is [0063] with clear from the above result the external preparations of 
this invention having very low skin irritation. 
[Example(s) of Production] 

The example 1 of manufacture : Cream-pharmaceuticals hydrocortisone acetate 
10.0g cetanoi of 1.0g liquid paraffins 5.0g yellow bees wax 5.0g isopropyl 
myristate 5.0g glyceryl monostearate 3.0g polyoxyethyiene (20) cetyl ether 2.0g 
mono-oleic acid glycerol 10.0g propylene glycol 5.0g ethanol 29.9g methylparaben 
of 25.0g purified water 10.0g [ of 0.1 g liquid paraffins ], and cetanoi 5.0g, 
ye! low-bees-wax 5.0g, Isopropyl-myristate 5,0g, 3.0g [ of glyceryl monostearate ], 
and polyoxyethyiene (20) cetyl ether 2.0g and mono-oleic acid glycerol 20.0g are 
warmed at 80 degrees C, and it dissolves, and considers as an oil phase. On the 
other hand, 1.0g [ of hydrocortisone acetate ] and propylene glycol 5.0g, 29.9g [ 
of purified water ], and methylparaben 0.1 g is warmed at 80 degrees C, and it 
dissolves, and considers as the aqueous phase. After adding the aqueous phase 
gradually, agitating an oil phase, it cooled to 30 degrees C under churning, and 
cream pharmaceuticals were obtained. 
[0064] 



The example 2 of pharmaceutical preparation : A ge! 4-biphenyIyl acetic acid 1g 
carboxyvinyl polymer 1g diisopropanolamine 2g mono-oleic acid glycerol 5g 
ethanol 40g propylene glycol 10g purified water 1g of 41g4-biphenylyl acetic 
acids is dissolved in mixed liquor (10g [ of purified water ], and ethanol 40g, 
mono-oieic acid glycerol 5g, and diisopropanolamine 20g). Previous mixed liquor 
and propylene glycol 10g was added to the thing which made 31 g of purified 
water distribute carboxyvinyl polymer 1g, it agitated until it became homogeneity, 
and gel was obtained. 
[0065] 

The example 3 of pharmaceutical preparation : Patches propranolol hydrochloride 
1 .0g sodium pojyacrylate 8.0g carboxymethylce llulose sodium 2.0g dihydroxy 
aluminum amino acetate 0.7g glycerol 27.0g mono-oleic acid glycerol 10.0g 
tartaric acid 0.5g purified water 30.6g ethanol 20,0g disodium edetate Glycerol 
27.0g is made to distribute 8.0g [ of 0.2g sodium polyacrylate ], and 
carboxymethylce-llulose-sodium 2.0g, and dihydroxy aluminum amino acetate 
0.7g, and glycerol dispersion liquid are prepared. Independently, after dissolving 
0.5g of tartaric acids, and 1.0g of propranolol hydrochloride in 30.6g of purified 
water, and ethanol 25.0g mixed liquor, this is added to glycerol dispersion liquid, 
and it agitates until it becomes homogeneity. After spreading the obtained 
mixture to a nonwoven fabric and stretching detachability plastic film, it cut in a 
predetermined area, and sheet-like patches were obtained. 



[Translation done.] 



